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What is claimed ii 





An oligomeric 6^mpound conjugated to a ligand that 
interacts with a protein, 



5 2. The oligomeric co'mpcWid of claim 1 wherein said 

ligand binds to said protein. 



3. The oligomeric c 
ligand is a drug moiety. 




nd of claim 1 wherein said 



4. The oligomeric expound of claim 3 wherein said 
10 drug moiety is, warfarin, phenylbutazone, ibuprofen, 

suprofen, fenbufen, ketoprof en,\ S) - ( + ) -pranoprof en, 
carprofen, naproxen, dansylsarcosiW n l2 , 3 , 5-triiodobenzoic 
acid, flufenamic acid, folinic acidlTxmycophenolic acid, a 
benzothiadiazide, chlorothiazide, aljdiizepine, indomethicin, 
15 a barbiturate, a cephalosporin, a sulfa Vug, an 
antidiabetic, an antibacterial or an antibi^ ic . 

5. The oligomeric\compound of claim 3 wherein said 
drug moiety is aspirin, phenylbutazone, ibuprofen, suprofen, 
fenbufen, ketoprofen, ( S) - (Vpranoprof en, palmityl or 

20 carprofen . 



6. The oligomeric compound\)f claim 3 wherein said 
drug moiety is ibuprofen. 



7. The oligomeric compound of claim 1 wherein said 
protein is a cellular, serum or vascular protein. 



25 8 - The oligomeric compound of claim 7 wherein said 

protein is a serum protein. 



• # 
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9. The oligomeric compound of claim 8 having a K d 
lower than 20 \iM with at least one serum protein. 

10. The oligomeric compound of claim 8 wherein said 
serum protein is albumin, an immunoglobulin, a-2- 

5 macroglobulin, a-l-glycoprotein or a lipoprotein. 



^? MS^ 11 * oligomeric ^ < ^% :ind of cla i™ 1 further 

lL/including a linking group atlf^hing said ligand to saic 



oligomeric compound . 



12. The oligomeric compound of claim 11 wherein said 
10 linking group is 6-aminohexyloxy . 

flO^**^ 13 • Th e oligomericNsompound of claim 1 wherein said 
j^ompound is an oligonucleotrdj&J comprising a plurality of 
nucleosides connected by covajlerrt^nternucleoside linkages. 

14. The oligomeric compound of claim 13 wherein said 
15 linkages are phosphodiester linkages. 

15. The oligomeric compound of claim 13 wherein said 
linkages are phosphorothioate linkages. 

16. The oligomeric compound of claim 13 wherein said 
linkages are non-phosphorus containing linkages. 

20 17 • The oligomeric compound of claim 13 wherein at 

least one of said nucleosides bears a 2 ? -substituent group. 

18. The oligomeric compound of claim 17 wherein said 
2 1 -substituent group is O-alkylalkoxy . 



19. The oligomeric compound of claim 18 wherein said 
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2 ' -substituent group is methoxyethoxy . 

20. The oligomeric corm^und of claim 3 wherein said 
drug moiety is an arylpropionic acid, 

l^p^V^^ 21. The oligomeric Compound of claim 20 wherein said 
5 ^a^fylpropionic acid has the Vormula 

A 

Ri— C-CQOH 




wherein : 

one of R x and R 2 is C 1 to C 12 a^Lkyl and the other of R x 
.and R 2 is aryl; or 
10 both R x and R 2 are C : to C 12 alk^yL; or 

both R x and R 2 are aryl. 

22. The oligomersic compound of claim 21 wherein said 
arylpropionic acid is c\iral. 

23. The oligomeric compound of claim 22 wherein said 
15 chiral arylpropionic acid h\s the S configuration. 

24. The oligomeric compound of claim 22 wherein said 
chiral arylpropionic acid has tVe R configuration. 



25. The oligomeric compouAdXbf) claim 21 wherein said 
aryl groups are substituted or i\jfss-dr>stituted benzyl, phenyl, 
20 xylyl, naphthyl, toluyl, pyrenyl, am:hracyl, phenanthryl, 

azulyl, phenethyl, cinnamyl, benzhydryl, and mesityl in said 
substituents are hydroxyl, alkyl, alkoky, alcohol, benzyl, 
phenyl, nitro, thiol, thioalkoxy, halogem, or alkyl, 
substituted alkyl, aryl, alkenyl, or alkunyl groups. 
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A method oKincreasing the concentration of an 



K $ \? ligonucleotide in serum^comprising the steps 
? ft^ / (a) selecting a drugXmc^ety that is kno 



of: 

known to bind to a 

serum protein; 

(b) conjugating said drug\moiety to said 
oligonucleotide to form a conjugated oligonucleotide; and 

(c) adding said conjugated oligonucleotide to said 
serum. 



27. The method of claim 26 wherein said serum protein 
10 is albumin, an immunoglobulin, a-2-macroglobulin, a-1- 

glycoprotein or a lipoprotein. 

28. The method of claim 26 wherein said serum protein 
,s albumin. 



29. The method of\laim 26 wherein said drug moiety is 
15 /spirin, warfarin, phenylbutazone, ibuprofen, suprofen, 

fenbufen, ketoprofen, (S) - (+)\pranoprof en, carprofen, 
naproxen, dansylsarcosine, 2 , 3 , 5\Vfjiiodobenzoic acid, 
flufenamic acid, folinic acid, myPjfchenolic acid, a 
benzothiadiazide, chlorothiazide, a\iazepine, indomethicin, 
20 a barbiturate, a cephalosporin, a sulfk drug, an 
antidiabetic, an antibacterial or an antibiotic. 

30. The method of claik 2£ wherein said drug moiety is 
aspirin, phenylbutazone, ibup^k©pn, suprofen, fenbufen, 

25 ketoprofen, ( 5) - ( + ) -pranoprof e\, Apalmityl or carprofen. 

^ n/^ 31 ' method claim 2iN^rein said drug moiety is 

'x&uprofen. l"^ ts \ 



32. The method of claim 31 wherein said protein is 
albumin . 
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33. The oligomeric comB&und of claim 26 wherein said 
drug moiety is an arylpropioi\r£ acid. 

34. The oligomer\c compound of claim 33 wherein said 
ylpropionic acid has tbe formula: 



Ri— C-COOH 
I 

H 

wherein : 

one of Rj and R 2 is C x to C 12 X alkyl and the other of R x 
and R 2 is aryl; or 

both R x and R 2 are d to C 12 alk^l; or 
10 both Rj and R 2 are aryl. 



35. T>\e oligomeric compound of claim 34 wherein said 
arylpropionic\acid is chiral. 




36. The oligomeric compound of claim 35 wherein said 
chiral arylpropioniSc acid has the S configuration. 

37. The oligomeriSc compound of claim 35 wherein said 
chiral arylpropionic aci\ has the R configuration. 



38. The oligomeric compound of claim 34 wherein said 
aryl groups are substituted orVinsubstituted benzyl, phenyl, 
xylyl, naphthyl, toluyl, pyrenyX anthracyl , phenanthryl, 
20 azulyl, phenethyl, cinnamyl, benzhVdryl, and mesityl wherein 
said substituents are hydroxyl, alkyNL, alkoxy, alcohol, 
benzyl, phenyl, nitro, thiol, thioalkVy, halogen, or alkyl, 
substituted alkyl, aryl, alkenyl, or al^ynyl groups. 



A method of increasing the capacity of serum for 
25 /an oligonucleotide comprising pfe steps of: 
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(a) selecting a di^ig moiety that is known to bind to a 
serum protein; 

ig moiety to said 
v/ - ---ljt^gated oligonucleotide; and 



serum protein; \A 

^ Al^^/" (t>) con j u g ati ng said Mug 
V[j /oligonucleotide to form a clnju 



(c) adding said con j ugated\>ligonucleot ide to said 
serum. 



40. The method of claim 39 wherein said serum protein 
is a protein having a binding site for said drug moiety. 

41. The method of claim 39 wherein said serum protein 
10 is a protein having a binding site for said oligonucleotide. 

42. The method of claim 39 wherein said serum protein 
is a protein havinX a binding site for said oligonucleotide 
and a binding site fsor said drug moiety; wherein said 
binding site for saidv oligonucleotide is distinct from said 

15 binding site for saidVirug moiety. ' 



A method of increasing the binding of an 
oligonucleotide to a portion of the vascular system 
comprising the steps of: 

(a) selecting a drug\moiety that is known to bind to a 
20 protein that resides, in paVti, in the circulating serum and 

in part in a non-circulatinW^ortion of the vascular system; 

(b) conjugating said iirug moiety to said 
oligonucleotide to form a conjugated oligonucleotide; and 

(c) adding said conjugated oligonucleotide to said 
25 vascular system. 

44. The method of claim 43 wherein said drug moiety is 
aspirin, warfarin, phenylbutazone, Vbuprofen, suprofen, 
fenbufen, ketoprofen, (5) - (+) -pranopYof en, carprofen, 
naproxen, dansylsarcosine, 2 , 3 , 5-trii\dobenzoic acid, 
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flufenamic acid, f oliniA acid, mycophenolic acid, a 
lV l ^ benzothiadiazide, chlorottazide, a diazepine, indomethi cin , 
a barbiturate, a cephalexin, a sulfa drug, an 
antidiabetic, an antibacterial or an antibiotic. 

5 45. The method of cl^m n wherein said drug moiety is 

3Spirin ' Phenylbutazone, ibuprWn, suprofen, fenbufen, 
^ketoprofen, (S) - ( + ) -pranoprof er), \lmityl or carprofen! 

3> |l l \6. The method claim 4^herein said drug moiety is 
ibuptofen. 

10 47. The oligomeric coY^bund of claim 43 wherein said 

drug moiety is an arylpropid^c acid 

1 y 48 ' oli 3° mer V compound of claim 47 wherein said 

I arylpropionic acid has tVe formula: 

X 

Ri— C-CQPH 
I 

H 

15 wherein: 

one of Rl and R 2 is Cl to C 12 Wyl and the other of R, 
and R 2 is aryl; or \ 

both Rl and R 2 are C, to C 12 alk^.; or 
both Rl and R 2 are aryl. 

20 49. The oligomeST^ompound of claim 48 wherein said 

arylpropionic acid is^a^ral. 

50. The oligomeric compound of claim 4 9 wherein said 
y=hiral arylpropionic aci^has the S configuration. 

I 

51. The oligomeric compound of claim 49 wherein said 





# 
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chiral arylp ropl V c acid ^ r 

52. The oligemic compound of claim 48 wherein said 
,yl groups are sub<?H\„f^ ia 
L, , u substituted or unsubstituted benzyl, phenyl 

/ ^/ s :z ti z 'a :::;:xr:Tr and — 

benzvl nh - , e hydroxy, alkyl, alkoxy, alcohol, 

benzyl, phenyl, nitro, thiol , \hioal koxv h*i 

substituted alkyl arvl \ 10alk ° Xy ' halogen, or alkyl , 

^ Jcyl, aryl, alkenyk or alkynyl groups. 

A method ofVomoting cellular uptake of an 
oligonucleotide in a r P n . . 

(a) V comprising the steps of: 

~;i a 1 ; :r ::°x that resides on the c — 

<* said membr ane \ " °" th « °~ern al ^ide 




■jLy that is known to bind to 



(b) selecting a drug moil 
15 said protein; 

(c) conjugating said drug mo Wy to said 
oligonucleotide to form a ™ ■ \ 

, d) , . con.ugateX oligonucleotide; and 

(d) exposxng said cell to said \on j ugated 
oligonucleotide. \ 




